This listing of claims will replace all prior vei^ions, and listings, of claims in the application: 
Listing of Claims : 

1. (Previously Presented) A method for the treatment of a disease mediated by p38 other 

than cancer, comprising administering a compound of formula 1 

O 
II 

A-NH-C-NH-B J 

wherein B is a substituted or unsubstituted, up to tricyclic, aryl or heteroaryl moiety of up 
to 30 carbon atoms with at least one 5- or 6-member aromatic structure containing 0-4 members 
of the group consisting of nitrogen, oxygen and sulfur, wherein if B is a substituted group^ it is 
substituted by one or more substituents independently selected from the group consisting of 
halogen, up to per-halosubstitution, and Xn, 

wherein n is 0-3 and each X is independently selected from the group consisting of-CN, 
-C02R^ "C(0)NR^R^; -C(0)R', ^NOa. -OR^ - SR^ - NR^R^ , 

^NR^C(0)OR^^, -NR^C(0)R^ CrCio alkyl, C2-Cioalkeny!, Ci-Cio alkoxy, cycloalkyl, Cs- 

Ch aryl, C7-C24 alkaryU C^-Cn heteroaryl, C4-C23 alkheteroaryl, substituted Ci-Cio alkyl, 
substituted C2-Cioalkenyl, substituted CrCio alkoxy, substituted C3-C10 cycloalky!, substituted 
C4-C23 alkheteroaryl and -Y-Ar; 

wherein if X is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, -COzR^, 

-C(0)R^ -C(0)NR^R^', -OR^ -SR^ -NR^R^', "NO2, "NR^C(0)R^', "NR^C(0)OR^" and halogen up 
to per-halosubstitution; 

wherein R^ and R^' are independently selected from H, CrCio alkyl, C2"Cioalkenyl, C^- 
Cio cycIoalkyU C&-Cs4 aryl, C3-C13 heteroaryl, C7-C24 alkaryl, €4^023 alkheteroaryl, up to per- 
halosubstituted CrCjo alkyl, up to per-halosubstituted C3-C10 cycloalkyl, up to per- 
halosubstituted C2-C10 alkenyl, up to per-halosubstituted Ce-Cu aryl and up to per- 
halosubstituted C3-C13 heteroaryl, 

wherein Y is -O^, -S-, ~.N(R'>, -'(CHz)-^, -C(0)^, ^CH(0H>, <CH2)mO^, 
-(CH2).S«, -(CH2)mN(R'>, -0CCH2),.^, "CHX^ -NR^C(0)NR' R'^-, -NR^C(0>, 
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-C(0)NR^-, -CXV, -S<CH2)m" and "N(R^)(CH2)m-. 
m 1-3, and is halogen; and 

Ar is a 5-10 member aromatic structure containing 0-4 members of the group consisting 
of nitrogen, oxygen and sulfur which is unsubstituted or substituted by halogen up to per- 
haiosubstitution and optionally substituted by Zni, 

wherein nl is 0 to 3 and each Z is independently selected from the group consisting of ™ 
CN, -C02R^ -C(0)NR^R^; -C(0)- NR^ -NO2, -O, -OR^ ^ SR^ - NR^R'', "C(0)R^ -SO2R', - 
SOsNR^R^', -NR^C(0)0R^\ -NR^C(0)R^', CrCio alkyl, CrCio alkoxy, C3-C10 cycloalkyU Q-Cm 
aryl, C3-C13 heteroaryl, €7-024 alkaryl, C4-C23 alkheteroaryl, substituted CrCio alkyl, substituted 
C3-C10 cycloalkyl, substituted C7-C24 alkaryl and substituted C4-C23 alkheteroaryl; 

wherein if Z is a substituted group^ it is substituted by the one or more substituents 
independently selected from the group consisting of -CN^ -C02R^ 
^C(0)R^>C(0)NR^R^', -O, -OR^ ^SR^ -NO2. --NR^R^ -NR^C(0)R^; 

"NR^C(0)OR^*, CrCio alkyU Ci-Cio alkoxy, C3-C10 cycloalkyl, C-Cio heteroaryl, Ce-Cu aryl, C4- 
C24 alkheteroaryl and C7-C24 alkaryl 

A is a heteroaryl moiety selected from the group consisting of 
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wherein 

is selected from the group consisting of halogen, Ca-Cio alkyl, C3-C10 cycloalkyl, Ci_ 
Cn heteroaryl, Q-h aryU C7-24 alkaryl, up to per-halosubstituted Ci-Cio alkyl, up to per- 
halosubstituted C3-C10 cycloalkyl, up to per-halosubstituted Ci„C|3 heteroaryl, up to per- 
halosubstituted C6-14 aryl, and up to per-halosubstituted C7-24 alkaryl; 

is selected from the group consisting of H, -C(0)R^, -C02R\ -C(0)NR^R^^, Ci-Cio 
alkyl, C3-C10 cycloalkyl, C7-C24 alkaryl, C4-C23 alkheteroaryl, substituted CrCio alkyl, 
substituted C3-C10 cycloalkyl, substituted C7-C24 alkaryl and substituted C4-C23 alkheteroaryl, 

where R^ is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, - C02R'^, -C(0)-NR^R^ , 
-NO2J -OR"^, ~SR^, and halogen up to per-halosubstitution, 

wherein R^ and R^^ are independently selected from the group consisting of H, "OR^ - 
SR\ -NR^R^; M0)K\ -CO2R', -C(0)NR%^; Ci-Cjo alkyl, C,-Cio cycloalkyl, 
C6"Ci4 aryl, C3-C13 heteroaryU C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per-halosubstituted Cr 
Cio alkyl, up to per-halosubstituted C3-C10 cycloalkyU up to per-halosubstituted Ce-Cu aryl and 
up to per-halosubstituted Cs-Cn heteroaryl; and 
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wherein R'* and R'** are independently selected from the group consisting of H, Ci-Cio 
alky!, C3-C10 cycloalkyl, C^-Cu aryl, C^-Cu heteroaryl; C7-C24 alkaryl, C4-C23 alkheteroaryU up 
to per-halosubstituted CrCio alkyl, up to per-halosubstituted C3-C10 cycloalkyl, up to per- 
halosubstituted Ce-C^ aryl and up to per-halosubstituted C3-C13 heteroaryl, 

is CrCio alkyU Ca-Cjo cycloalkyl, up to per-halosubstituted CrCio alkyl and up to per- 
halosubstituted C3-Cia cycloalkyl; and 
is hydrogen or halogen, 

R"^ is hydrogen, halogen, CrCio alkyl, up to per-halosubstituted CrCio alkyl or combines 
with R^ and the ring carbon atoms to which R^ and R*" are bound to form a 5- or 6-membered 
cycloalkyl, aryl or hetaryl ring with 0-2 members selected from O, N and S, 

2. (Original) A method as in claim 1 , wherein B is up to a tricyclic aromatic ring structure 
selected from the group consisting of 




which is substituted or unsubstituted by halogen, up to per-halosubstitution, and 

wherein n 0-3 and each X is independently selected from the group consisting of ™CN, - 

CO2R', ^c(0)nr'r^; -c(0)r^ -OR', - SR^ - nr'r'; 

-NR^C(O)0R^', -NR^C(0)R^', CrCio alkyl, Ca-io-alkenyl, C^o-alkoxy, C3-C10 cycloalkyl, Ce-Cn 
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aryl, C7-C24 alkaryl, C^Cn heteroaryl, C4-C23 alkheteroaryl, and substituted Ci-Cio alkyi, substituted 
Q-io-alkenyl, substituted Ci.io-alkoxy, 

substituted C3-C10 cycloalkyl, substituted C4-C23 alkheteroaryl and -Y-Ar; 

wherein if X is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of ~CN, "C02R^, 

^C(0)R^ -C(0)NR^R^', "OR^ -SR^ -NR^R^' , NO2, -NR^C(0)R^; -NR^C(0)OR^' and halogen up to 
per-halosubstitution; 

wherein R^ and R^" are independently selected from H, Ci-Cio alkyl, C2-]0"£^lkenyl, C3-C10 
cycloalkyl, C^-Cu aryl, C^-Cu heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per- 
halosubstltuted Ci-Cio aikyl, up to per-halosubstituted Ca-io-alkenyl, up to per-halosubstituted 
C3-C10 cycloalkyl, up to per-halosubstituted Ce-Cu aryl and up to per-halosubstituted C3-C13 
heteroarylj 

wherein Y is ^ -N(R')-, <CH2)-m, -C(0)-, "CH(OH)-, KCHs)^©-, 

-NR'C(0)NR'r''", -NR^C(O)", -C(0)NR^", "(CH2),^S^, -(CH2)n.N(R')-, ~0(CH2)n.-. 
^CHX^ -CX^2-, -S<CH2)m- and ^N(R')(CH2),n-. 

m 1-3, and X^ is halogen; and 

Ar is a 5-1 0 member aromatic structure containing 0-4 members of the group consisting of 
nitrogen, oxygen and sulfur which is unsubstituted or substituted by halogen up to per-halo and 
optionally substituted by Zni, wherein nl is 0 to 3 and each Z is independently selected from the 
group consisting of -CN, ^COsR'. -C(0)R^ ==0, -SOaR'. -SO2NRV, -C(0)NR'R^ ^C(0)R^ - 
NO2. -OR^ "SR^ ^NR^R^', 

"NR^C(0)0R^', -NR^C(0)R^ CrCio alkyl, CrCio alkoxy, C3-C10 cycloaikyl, Ce-Cn aryl, C^-Cn 
heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, substituted Ci-Cio alkyl, substituted Cj-Cio 
cycloalkyl, substituted C7-C24 alkaryi and substituted C4-C23 alkheteroaryl; wherein if Z is a 
substituted group, it is substituted by one or more substituents independently selected from the group 
consisting of -^CN, "C02R^ 

-C(0)NR'r'^, =0, ^OR^ -SR^ "NO2, -NR^R'' , ^NR'C(0)R'', -NR^C(0)0R'; C,--C,o alkyl, CrCio 
alkoxy, C3-C10 cycloalkyl, C-Cio heteroaryl, Ce-Cn aryl, C4-C24 alkheteroaryl and C7-C24 alkaryi. 
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3, (Previously Presented) A method of claim 1, wherein B is 



Xn 

— Q— (Y Q1)^2„, 

wherein Y is selected from the group consisting of -O-, -CH2-, "SCH2-> 
^CH2S-, ^CH(OH>, "C(0)-, -CX^, -CX^H-, "CH2O- and ^OCH2-. where X" is halogen, 

Q is a six member aromatic structure containing 0-2 nitrogen^ substituted or 
unsubstituted by halogen, up to per-haiosubstitution; 

is a mono- or bicycHc aromatic structure of 3 to 10 carbon atoms and 0-4 members of 
the group consisting of N, O and S, unsubstituted or unsubstituted by halogen up to per- 
halosubstitution, and 

X, Z, n and nl are as defined in claim 1 and s is 0 or L 

4. (Original) A method as in claim 3, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per-halosubstitution, 
is selected from the group consisting of phenyl, pyridinyU naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or unsubstituted by halogen, up to 
per-halo substitution, or -Y-Q^ is phthalimidinyl substituted or unsubstituted by halogen up to per- 
halo substitution, and 

Z and X are independently selected from the group consisting of-R^, -OR^ and -NHR^, 
wherein R^ is hydrogen, d-Cio-alkyl or Cj-Cio-cycIoalkyl and R^ is selected from the group 
consisting of hydrogen, CrCio-alkyl, C3-C6-cycioalkyl and Q-Cio-aryl, wherein R^ and R^ can be 
substituted by halogen or up to per-halosubstitution. 
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5. (Withdrawn) A method as in claim 1, comprising administering a compound of the 
formula 




NH-C-NH-B 



O 



wherein R' and and B are as defined in claim 1, 

6. (Withdrawn) A method as in claim 5, wherein B is 2,3-dichIorophenyl or of the 
formula 



wherein Q is phenyl, is phenyl or pyridinjl, Y is ™0-, -CH2- or --SCH2, X is CF3, and Z is 
-OH, "'CI or NHC(0>CpH2p4-h where p = 2-4, s - 0 or 1 , n - 0 and n 1 - 0 or t 

7. (Withdrawn) A method as in claim 1 comprising administering a compound selected 
from the group consisting of: 

A^(3-/er^Butyl"5"pyrazolyl)-iV "(4"(2,3"dichlorophenyl)urea; 

7V"(3-'rer^Butyl-5-pyrazolyl)"A^-(3-(4-pyridinyl)thiophenyI)urea; 

A^-(3-f^r/-Butyl"'5"pyrazolyl)-A^'"(4-(4"pyridinyl)methylphenyI)urea; 

jV-(3-?er^Buty!-5-pyrazolyl)-7V -(4-(4-pyridinyl)oxyphenyl)urea; 

7V^(3-^er/-Butyl"5"pyrazolyl)-A^-(4-(4'-pyridiny])thiophenyl)urea; 

A/'-(3-/^r/-ButyI"5"pyrazolyI)"A?^"(4"(4-pyridinyl)methylphenyl)urea; 

N-(] "Methyl-3-^er^"butyl~5~pyrazolyl>// -(2,3-dichlorophenyl)urea; 

A^-( 1 -Methy l-S-Zer^buty 1-5-pyrazoly 1>7V '-(4<4-hydroxy-pheny ])thiophenyl)urea; 

7V-(l"Methyl-3-^er^butyl-5-pyrazolyl>A^'-(4-(4"ethylaminocarbonyl- 



X. 



— Q-~{Y- 



•n1 
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pheny!)oxyphenyl)urea; 

A^"(l-Methyl-3-?<?r^butyl-5"pyrazolyl>A^"(4-(4~isobutylaminocar^ 

phenyl)thiophenyl)urea; 

A^-(l-Methyl"3-^er^butyI-5-pyrazolyl>A/^'<4-(4-pyridinyl)thio 

A^-( 1 -Methy l"3"^^e^^buty l-5-pyrazolyl>A^ -(3"(4"pyridinyl)^^^ 

7V"( 1 -Methy l"3-/err-butyl-5-pyrazolyl>A/^'<4"(4-pyridinyO 
methyl)phenyl)urea; 

A^<l-Methy^3"^er^butyl-5-pyrazolyl>A^^4-(4-pyridinyl)oxyphe^yl)u^ 

A^-( 1 "Methy l"3"^er^buty l-5"pyrazo!yl>A^ ^-(4-((4"pyridiny l)i-nethylthio>phenyI)urea; 

^^"(l<2,2,2-Trifluoroethyl)-3-^e^^butyl-5-pyrazolyl>A^'<23-d{chloro-p 
1 K2-Hydroxyethyl)"3"^^r^buty !-5-pyrazoly l>7V^^-(23"dichlor^ 

7V<l-Ethoxycarbonylmethyl"3"^er/"butyl-5-pyrazolyl)-A^'K23-di 

N-(U(2~Cyano^thy\y3-tert'hnty\-5-pyram 

i -,(3-^Hydroxyphenyl)methyl-3-^^r/-buty l"5-pyrazoly ^-(2,3-dichlorO"phenyl)urea; 

A^.(l_Cyclohexyl-3"^er^buty^5"py^azolyl)-A^H4K4"pyridinyl)methy^^^ 

A^<l"methyl3«phenyl-5"pyrazo!y!>A^'<3<4"(2-methylcarbamoyl)"pyri^^^^ 

A^<l-methyl-3-/er^butyl-5-pyra2olyl>A^-(4"(4"pyridyl)^^ 

^^<l^methyl"3-/e^/-butyl-5-py^azolyl>^^-(3K4-pyridyl)thio^^^ 

A^-( 1 -methyl-3-?er^butyl-5-pyrazolyl)-// H3"trifluorQmethyl"4"(4-pyridylthio)pheiiyl) urea; 
;V.(3-^er^butyl-5-pyrazolyl>A^-(3-(4-pyridyI)oxyphenyl) urea; 
A^-(3-/er^bu1yl"5"pyrazolyl)-A^'-(4"(4-pyridyl)o>^phenyl) urea; 
and pharmaceutically acceptable salts thereof 

8, (Withdrawn) A method as in claim 5, wherein is t-butyL 

9. (Withdrawn) A method as in claim 1 comprising administering a compound of the 
formula 
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o 




o 



N 



NH-C-NH-B 



wherein R and B are as defined in claim 1 . 



10. (Withdrawn) A method as in claim 9, wherein B is 



X, 



n 



'n1 



wherein Q is phenyl, is phenyl or pyridinyl, Y is -S- or -CH2, X is Z is OH, CH3, - O- 
CpH2p4.i, wherein n = 2-6 or-C(0>NH-CH3, s - 1, n = 0 or 1 and nl - 0 or 1. 

11, (Withdrawn) A method as in claim 1 comprising administering a compound selected 

from the group consisting of: 

A/-(5-/er^Butyl-3-isoxazolyl)~A^H4-^(4-hydroxyphenyl)oxyphenyl)urea; 

/^-(5-^er^Butyl"3-isoxazoIyI)-A/"-(4-(4-isopropoxyphenyl)oxyphenyl)urea; 

7V-(5-/err-Butyl-'3-isoxazolyl)-jV'-(4-(4-isobutoxyphenyl)oxyphenyl)urea; 

A^-.(5./e^^.Butyl-3-isoxazolyl)-A^ -(4"(4'-pentyloxyphenyl)oxyphenyi)urea; 

jV^(5.^^;^/-Butyl-3«isoxazolyl>A^-(4-(4-methylaminocarbonylphenyl)"Oxyphenyl)urea^ 

A^-(5-/er/-Buty!-3-isoxazolyl)-A^'"(3-C4"pyridinyl)thiophenyl)urea; 

A/^"(5"^er^Butyl-3-isoxazolyl)"A^ -(3-'(4-pyridinyl)oxyphenyl)urea; 

A^-(5"^^r/'-ButyI-3-isoxazolyl>A^'-(4-(4-pyridinyl)oxyphenyl)urea; 

jV-(5-/er^-Buty!-3-isoxazo!yl)-7V'"'(4"(4-pyridinyl)thiophenyl)urea; 

A'"(5-rer/-Butyl-3-isoxazolyl)-A^^-(4-(4-pyridinyl)methylphenyl)urea; 

Ar-(5-/er/-Butyl-3-isoxazolyl)-A^'-(4"(4"pyridinyI)thio-3-(trifl 

^^-(5-^er^Butyl-3-isoxazolyl)"^^'"(3-(3-methyl"4"pyridinyl)thiophenyl)u^ea; 

A^-(5-^er^Butyl"3-isoxazo1yl)-A^'<3K3-methyl-4-pyridinyl)oxJ^phenyl)m^ 
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N'{5-tert-Butyh3-i$oxazo\y]yN'-(4-(3-mctb^ 
A^<5-^er?-Butyl"3"isoxazolyl)"A^ -(4<3-methyi"4«pyridinyI)thioph^ 
A^-(5-/er^butyl~3-isoxazolyl)-A^H4-(4"(2-methylcarbamoyl)pyrid^ urea; 
7V^<5"^er^b^ltyl-3-isoxazo!yl>7V'"(3<4"(2-methylcarbamoyl>py^i urea; 
A^-(5-^er^buty^3"isoxazolyl>A^ -(4<4<2-carbamoyl)pyridyl)o?^pheny urea; 
A^(5-^er^bu1yl"3-isoxa2olyl>^''<3-(4-(2"Ca^bamoyl)pyridy^)o)Q^ urea; 
N-{5-tert'buty\-3Asoxazo\y\yN'-(3~((4'pyn^^ urea; 
A^-(5'?er/-butyl-3-isoxazolyl>7V'"(3"((4"pyridyl)oxomethyl)phenyI) urea; 
and pharmaceutically acceptable salts thereof. 

12, (Withdrawn) A method as in claim 9, wherein is t-ButyL 

13, (Withdrawn) A method as in claim I comprising administering a compound of the 



wherein and B are as defined in claim 1. 

14. (Withdrawn) A method as in claim 13, wherein B is 2,3-dichlorophenyl or of the 
formula 



wherein Q is phenyl, is phenyl, pyridinyl or benzothiazolyl, Y is ~0-, -S-, -CH2- or 
~-NH", Z is CI, -CH3 or "OCH3, s - 0 or 1 , n = 0 and nl - 0 or 1 . 



formula 




X, 



Q 



Q1A V 



'n1 



n 



15, (Withdrawn) A method as in claim 13, wherein is t-butyl. 



16. (Withdrawn) A method as in claim 1 comprising administering a compound selected 
from the group consisting of : 

A^-(3-Isopropyl -5-isoxazolyl)-A^ "(3-(4-pyridinyl)thiophenyl)urea; 
//_(3.?e;^/„Butyl-5-isoxazolyl)"A/'H2,3-dichlorophenyl)urea; 
A^-(3-^er^Butyl-5-isoxazolyl)-A^-(4-(4"methoxyphenyl)aminophenyl)urea; 
j\L(3_/er^-Butyl"5-isoxazolyl)-A'"(4-(4-methoxyphenyl)oxyphenyl)urea; 
A^-(3-?er?"Butyl-5"'isoxazolyl)"A^"(4-(4-pyridiny!)oxyphenyl)urea; 
A^-(3-/^r/-Butyl-5-isoxazolyl)~A^H4<4-pyridinyl)thiophenyi)urea; 
A^(3-^er/"ButyI-5-isoxazolyl)-7V -(4-(4-pyridinyl)methylphenyl)urea; 
A^--(3K 1 , 1 -Dimethy !propyl)-5 -isoxazolyO-'A^ ^-(4"(4-pyridinyl)methy l-"phenyl)\jrea; 
iV-(3-( 1 , 1 -Dimethy lpropyl)-5 -isoxazolyl)-A^ ^«(3<4"py ridinyl)thiophenyl)urea; 
A^<3<l,l-Dimethylpropyl)-54soxazolyl)"iV-(4"(2-benzothiazolyl)"Oxyphenyl)urea; 
Ar„(3.(|_Methyl-l-ethylpropyl)-54soxazolyl)-A^'<4"(4"pyridinyl)oxy-phenyl)urea; 
7V-(3-( 1 -Methyl- 1 -ethylpropyO-S-isoxazoly 1)-A^ ^(4-(4"pyridinyl)methyl"pheny !)urea; 
A^-(3"Cyclobutylyl-5-isoxazoIyl)-A^'-(4-(4-pyridyl)oxyphenyl) urea; 
A^~(3-r^r^butyl"5"isoxazolyl)-// '-'(4"(4"pyridyl)thiophenyl) urea; 
A^-(3-( 1 -methyl" 1 -ethy Iprop- 1 -yl)-5-isoxazolyl)"A^^ *.(4-(4-pyridyl)oxypheny I) urea; 
A?^-(3-/e'r^butyl-5-isoxazolyl)-//^-(4-(4"pyridyI)methylpheny!) urea; 
A^-(3-/er/-butyl-5"isoxazoly0-A^"(4"(4"'methoxyphenyl)aminophenyl) urea; 
and pharmaceutically acceptable salts thereof. 

17. (Withdrawn) A method as in claim 1 comprising administering a compound of the 
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formula 

wherein and B are as defined in claim 1 . 



18, (Withdrawn) A method as in claim 17, wherein B is of the formula 



^Q— (Y — Q^)r"Z,, 

wherein Q is phenyl, is phenyl or pyridinyU Y is -O- or ™S- or-CH2-, Z is OH, CH3, CI, -OC2H5 
or -OC3H7, s - 0 or 1, n = 0 andnl = 0 or L 



19, (Withdrawn) A method as in claim 17, wherein R is t-butyL 



20. (Withdrawn) A method as in claim 17, wherein is hydrogen. 



21. (Withdrawn) A method as in claim 1 comprising administering a compound selected 

from the group consisting of: 

A^"(2--Bromo-5-^^r^butyl-3-thieiiyl)-A^H4"i'nethylphenyl)urea; 
7V'^(5_^e;^/_Butyl-3-thienyl)-A^ -(2,3-dichlorophenyl)urea; 
//-(5-fer^Butyl-3"thienyl)-A^'"(4-(4-hydroxyphenyl)oxyphenyl)urea; 
iV^S-r^r^Butyl-S-thienyO-A^ "(4-(4-ethoxyphenyi)oxyphenyl)urea; 
A^-(5-rer/-Butyl-3"thienyl)-Ar -(4-(4"isopropoxyphenyl)oxyphenyl)urea; 
A'^-(5-^er^Butyl-3"-thienyl)-iV'"(4-(3-pyridinyl)oxyphenyl)urea; 
JV.(5.^^r^Butyl-3-thienyI)"A^-(4-(4-pyridinyl)oxyphenyl)urea; 
j\L(5-^er/-Butyl"3-thieny!)-A^ -(4"(4-pyridiny])thiophenyl)urea; 

A^-(5-^er^Butyi-3-thienyl)-iV'"(4"(4-pyridinyl)methylphenyl)urea; 
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A^"(5"/er^buty^2<l4hia"3,4-diazolyl))-A^'<4-(4-pyridyl)oxypheny0 urea; 
iV-(5-?er/-butyl-2-( 1 -thia-3,4-diazoly 1)>A/' ^"(3"(4-pyridy l)thiopheny 1) urea; 
A^-(5-rer/-butyl-2<l4hia-3,4-diazolyI)>A/^-(3-(4"methoxyphenyl) urea; 
^^<5"/e^^buty^2<l-th^a-3,4-diazolyl)>A^'-(3-(4-methylphenyl)oxyp urea; 
A^-(5-rer/-butyl-3-thienyl)-A'' -(4"(4-pyridyI)oxyphenyl) urea; 
A^'^(5-^er^buty^3-^hienyl>A^H4-(4-pyridyl)thiopheny!) urea; 
7V-(5-^err"butyl-3-thienyl)-A^ -(4'-(4-pyridyl)methylphenyI) urea; 
A'^"(5"^er^butyl"3-thienyl)-iV'-(23-dichlorophenyI) urea; 
A^"(5-/er^butyl-3""thienyl>A^H4-(4-hydroxyphenyl)oxyphenyl) urea; 
7V-(5-^err™butyl"3~thienyl)-A^ -(4-(4"methoxy phenyl )oxy phenyl) urea; 
7V-(5_/er/-butyl-3-thienyl)"7V''-(4-(4-'ethoxyphenyl)oxyphenyl) urea; 
A^"(5-^^r/-butyl"3-thienyI>A^'-(4-(4-isopropoxyphenyl)oxyphenyl) urea; 
and pharmaceutically acceptable salts thereof, 

22. (Withdrawn) A method as in claim 1 comprising administering a compound of the 
formula 

V _f li 

N ^NH-C-NH-B 



wherein and B are as defined in claim 1 . 



23. (Withdrawn) A method as in claim 22, wherein B is of the formula 



— (Y Qi)r-Zni 

wherein Q is phenyl, Q' is phenyl or pyridinyl, Y is -0-, -S- or CHa-, CI, -OC2H5 or -OC3H7 , s = 0 

or 1 , n = 0 and nl is 0 or 1 . 



24. (Withdrawn) A method as in claim 22, wherein is CF3- or t-butyl. 
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25, (Withdrawn) A method as in claim 1 comprising administering a compound of one of 
the formulae 




wherein and B are as defined in claiiTk 1 . 

26. (Withdrawn) A method as in claim 25, wherein B is of the formula 

wherein Q is phenyl, is phenyl or pyridiny 1, Y is , ~S- or Z is OH, CH3, CI, -OC2H5 or 

"OC3H7 ,s = Oor 1, n-Oandnl is 0 or 1. 

27. (Withdrawn) A method as in claim 25, wherein R^ is t-butyl 

28a (Withdrawn) A method as in claim U wherein the compound for formula 1 displays 
p38 ICso's of less than 10 :m as determined by an in-vitro p38 kinase inhibition assay, 

29. (Previously Presented) A method according to claim 1, wherein the disease is 
mediated by a cytokine and/or protease (proteolytic enzyme) regulated by p38. 
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30. (Original) A method according to claim 1, comprising administering an amount of a 
compound of formula I effective to inhibit p38. 



31, (Previously Presented) A method according to claim 29, comprising administering 
an amount of a compound of formula I effective to inhibit production of a disease-mediating 
cytokine or protease. 

32, (Original) A method according to claim 1, wherein the disease is mediated by TNFV, 
MMP-1, IL-U or IL-8, 

33, (Original) A method according to claim 1, wherein the disease is an inflammatory or 
immunomodulatory disease, 

34, (Original) A method according to claim 1 , wherein the disease is rheumatoid arthritis, 
osteoporosis, osteoarthritis, asthma, septic shock, inflammatory bowel disease, or the result of host- 
versus-graft reactions, 

35» Canceled 

36, Canceled 

37, (Withdrawn) A method as in claim 1, comprising administering a compound of the 
fonnula 




NH-C-NH-B 
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wherein and B are as defined in claim 1. 

38, (Original) A method as in claim 1 comprising administering a compound of the 
formula 

N=< II 

NH-C-NH-B 

wherein R' and B are as defined in claim 1 . 

39. (Withdrawn) A method as in cleam 1, comprising administering a compound of the 
formula 

^ 11 

NH-C-NH-B 



wherein R , R and B are as defined in claim 1 . 

40, (Withdrawn) A method as in claim 1, comprising administering a compound of the 
formula 

I 

N N f-i 

NH-C-NH-B 
wherein and B are as defined in claim 1 . 

41. (Withdrawn) A method as in claim 1, comprising administering a compoxmd of the 
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formula 




N 

NH-C-NH-B 



wherein R' and B are as defined in claim 1 . 



42. {Previously Presented) A method for the treatment of a disease mediated by p38 
other than cancer 

comprising administering a compovind of formula I 

O 

II 

A-NH-C-NH-B i 
wherein B is phenyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, naphthyl, quinolinyl, 

isoquinolinyl, phthalimidinyl, furyl, thienyl, pyrrolyl, imidazolyl, pyrazolyl, oxazolyl, isoxazolyl, 

thiazolyU isothiazoiyl, benzofury!, benzothienyl, indolyl, benzopyrazolyl, benzoxazoiyl, 

benzisoxazolyl, benzothiazolyl or benzisothiazolyl, substituted by one or more substituents 

independently selected from the group consisting of halogen, up to per-halosubstitution, and Xn, 

wherein n is 0-3 and each X is independently selected from the group consisting of-CN, -C02R^ - 

C(0)NR'R'; -C(0)R', -NO2, -OR', - SR^ -NR'R'; -NR'C(0)0R'', -NR'C(0)R'', C,-C,o alley], C2- 

Cioalkenyl, Ci-Cioalkoxy, Ca-Ciocycloalkyl, phenyl, pyridinyl, naphthyl, isoquinolinyl, quinolinyl 

up to per halo-substituted Ci~Cio alkyl, up to per halo-substituted C2-C10 alkenyl, up to per haio- 

substituted Ci-Cso alkoxy, up to per halo-substituted C3-C10 cycloalkyl, and -Y-Ar; 

wherein R^ and R^' are independently selected from H, Cj-Cio alkyl, Cz-Cio alkenyl, C3- 
Cio cycloalkyl, up to per-halosubstituted Ci-Cio alkyl, up to per-haiosubstituted Cj-CioalkenylM 
and up to per-halosubstituted C3-C10 cycloalkyl, 

wherein Y is - 0~, -S-, -N(R^)-, -(CHz)-^, -C(0)-, -CH(OH)-, -(CH2)n,0-, 
-NR'C(0)NR' NR= -NR'C(0)-, -C(0)NR'-, -(CH2),„S-, -(CH2)n,N(R^)-, -0(CH2)n,-, 
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-CHX^ -CX^^, ^SKCH2)m- and ^N(R^)(CH2)m-, 

m = 1-3, and is halogen; and 
Ar is phenyl, pyridinyl, pyrintdinyl, pyrazinyl, pyridazinyl, naphthyl, quinolinyl, isoquinolinyl, 
phthalimidinyl furyl, thienyl, pyrrolyl, imidazolyl, pyramlyl, oxazoiyl, isoxazolyl, thiazolyl, 
isothiazolyl, benzofuryl, benzothienyU indolyl, benzopyrazoiyi, benzoxazolyl, benzisoxazolyl, 
benzothiazolyl orbenzisothiazolyl, optionally substituted by halogen up to per-halosubstitution 
and optionally substituted by Zni, wherein nl is 0 to 3 and each Z is independently selected from 
the group consisting of -CN, -O, -C02R^ -C(0)NR^R^', -C(0> NR^ -NO2. -OR^ - SR^ - 
NR'R^ -NR'C(0)OR'^, X(0)R^ -NR^C(0)R'; -S02R^ SOiNR^R^ C^Cio alkyl, C-Cia 
alkoxyl, Cs-Cio cycloalkyl, up to per halo-substituted Ci-Cio alkyl, and up to per halo-substituted 
C3-C10 cycloalkylj and 

A is a hetetoaryl moiety selected from the group consisting of 




wherein 

R^ is selected from the group consisting of halogen, C3-C10 alkyi, C3-C10 cycloaikyl, C]. 
Ct3 heteroaryU Q-m aryl, C7-24 alkaryl, up to per-halosubstituted Ci-Cio alkyl, up to per- 
halosubstituted Cs-Cio cycloalkyl, up to per-halosubstituted C^Cn heteroary!, up to per- 
halosubstituted C6-14 aryl, and up to per-halosubstituted C7-24 alkaryl; 

R^ is selected from the group consisting of H, -C(0)R\ -COsR^, -C(0)NR^R^', CrCio 
alkyl, C3-C]o cycloalkyl, C7-C24 alkaryl, C4-C23 alkheteroaryl, substituted Ci-Cio alkyl, 
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substituted C3-C10 cycloalkyl, substituted C7-C24 alkary! and substituted C4-C23 alkheteroaryl, 

where is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, - C02R'^, -C(0)-NR^R'^, 
-OR"^, -SR"^, and halogen up to per-halosubstitution, 

wherein R^ and R^* are independently selected from the group consisting of H, -OR"^, - 
SR\ -NRV; ~C(0)R^ ^C02R^ -C(0)NR^R'*, Ci-Cio alkyl, C3"Cio cycloalkyU , phenyl, 
pyridinyl, naphthyl, isoquinolinyl or quinolinyl 

up to per-halosubstituted CrCio alkyl, up to per-halosubstituted C3-C10 cycloalkyl, and up 
to per-halosubstituted, phenyl, pyridinyl, naphthyl, isoquinolinyl or quinolinyl and 

wherein R* and R'^'are independently selected from the group consisting of H, Ci-Cio 
alkyl, C3-Cia cycloalkyl, , phenyl, pyridinyl, napHhyl, isoquinolinyl, quinolinyl up to per- 
halosubstituted CrCio alkyl up to per-halosubstituted Cs-Cio cycloalkyl and up to per- 
halosubstituted, phenyl, pyridinyl, naphthyl, isoquinolinyl or quinolinyl, 

R^is Ci-Cio alkyl, Cs-do cycloalkyl, up to per-halosubstituted CrCio alkyl and up to per- 
halosubstituted C3"Cio cycloalkyl; and 

R^ is hydrogen or halogen, 

R^ is hydrogen, halogen, CrCio alkyl, up to per-halosubstituted CrCio alkyl or combines 
with R^ and the ring carbon atoms to which R^ and R"" are bound to form a 5- or 6-membered 
cycloalkyl, aryl or hetary! ring with 0-2 members selected from O, N and S. 

43* (Previously Presented) A method as in claim 42, wherein B is 




which is substituted or unsubstituted by halogen, up to per-halosubstitution, and wherein 
n 1-3 and 

each X is independently selected from the group consisting of C|_4 alkyl, up to per- 
halosubstituted C1.4 alkyl and -Y-Ar; 

wherein Y is - O-, ^S-, -N(R>, -(CHs)-^. -CCO>, -CH(OH)-, -(CH2)mO-, 
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»NR'C(0)NR^ NR^^-, -NR'C(O)^, -C(0)NR'-, "(CH2)n.S^, <CH2)mN(R')-, -0(CH2)n.", 
^CHX^ -CX^2-. -S-(CH2)n.- and ^N(R')CCH2)n,-, 
m = 1-3, and is halogen; and 

Ar is phenyl, pyridinyl, pyrirridinyl, pyrazinyl, pyridazinyl, naphthyU quinolinyl, 
isoquinolinyl, phthalimidinyl, furyl, thienyl, pyrrolyl, imidazolyl, pyrazoly!,oxazolyl, isoxazolyU 
thiazolyl, isothiazolyl, benzofuryUbenzothienyl, indolyl, benzopyrazolyl, benzoxazolyl, 
benzisoxazolyi, benzothiazolyl or benzisothiazolyl, optionaHy substituted by halogen up to per- 
halosubstitution and optionally substituted by Z^i, wherein nl is 0 to 3 and each Z is 
independently selected from the group consisting of ~CN, -O, 

-CO2R'. -C(0)NR'r'', -C(0)R', "OR", - SR^ ^ NR'R^; -NR'C(0)0R^; -C(0)R^ 
-NR^C(0)R^', -S02R^ "SOaR^R^ CrCio alkyl, C1-C10 alkoxy, C^Cio cycloalkyl, up to per 
halo-substituted CrCio alkyl, and up to per halo-substituted C3-C10 cyc!oalkyl, 
wherein R^ and R^' are independently selected from H, Ci-Cio alkyl, C2"Cio alkenyl, Cb-Cio 
cycloalkyl, up to per-halosubstituted CrCio alkyl, up to per-halosubstituted C2-C10 alkenyl and 
up to per-halosubstituted C3-C10 cycloalkyl. 

44. (Previously Presented) A method as in claim 5, wherein B is of the formula 



wherein Q is phenyl or pyridinyl, optionally substituted by halogen up to per-halosubstitution, Q' 
is pyridinyl, pheriyl or benzothiazolyl optionally substituted by halogen up to per- 
halosubstitution, Y is -0-, -S-, -CH2S-, -SCH2-. -CH2O-, -OCH2- or "CH2-, X is C^-Ca alkyl or 
up to per-halosubstituted C1-C4 alkyl and Z is as defined in claim 1 , n = 0 or 1 , s = 1 and nl = 0- 
1, 

45. {Previously Presented) A method as in claim 9, wherein B is of the formula 
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Q is phenyl or pyridinyl, optionally substituted by halogen up to per-halosubstitution, is 
pyridinyl, phenyl or benzothiazolyl optionally substituted by halogen up to per-halosubstitution, 
Y is -C(Oy or ~CH2", X is C1-C4 alkyl or up to per-halosubstituted C1-C4 alkyl and Z is 

as defined in clainri 1 n =^ 0 or 1 , s = 0 or 1 and nl = 0 or h 



46* (Previously Presented) A method as in claim 13, wherein B is of the formula 




Q is phenyl or pyridinyl optionally substituted by halogen up to per-halosubstitution, is 
phenyl, benzothiazolyl or pyridinyl optionally substituted by halogen up to per-halosubstitution, 
Y is "S- or -CH2-, X is €1-04 alkyl or up to per-halosubstituted C1-C4 alkyl, Z is as defined 
in claim l,n = Oorl,s=^l, and n 1 =^ 0 or i . 

47, {Previously Presented) A method as in claim 17, wherein B is of the formula 

f" 

wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution, is phenyl or 
pyridinyl optionally substituted by halogen up to per-halosubstitution, Y is -O- or -S-, X is CrC4 
alkyl or up to per-halosubstituted CrC4 alkyl, Z is as defined in claim 1, n = 0 or 1, s = 0 or 1 and 
nl -0-2. 

48. (Previously Presented) A method as in claim 22, wherein B is of the formula 
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wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution, is phenyl or 
pyridinyl optionally sxibstituted by halogen up to per-halosubstitution, Y is -O- or ™S-, X is Ci- 
C4 alky] or up to per-halosubstituted CrC4 alkyl, s = 1, Z is as defined in claim 1, n = 0 or 1 and 
nl -Oor 1. 



49, (Previously Presented) A method as in claim 28, wherein B is of the formula 

wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution, is phenyl or 
pyridinyl optionally substituted by halogen up to per-halosubstitution, and Y is -O- or -S-, X is 
CrC4 alkyl or up to per-halosubstituted Ci"C4 alkyl, Z is as defined in claim l,n ^ 0 or 1 s = 0 or 
1 and nl = 0-2, 

50. (Previously Presented) A method as in claim 1, wherein B is 

a) phenyl, pyridinyl, naphthyl, quinolinyl or isoquinolinyl^ substituted by -Y-Ar and 
optionally substituted by 

-halogen up to per-halosubstitution^ 
-^CrC4 alky!, 

-up to per-halo substituted CrC^ alkyU or 
- a combination thereof, 
wherein Y and Ar are as defined in claim 1; 

b) thienyl substituted by methyl; or 
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c) indolyl substituted by phenyl or pyridyL 



51, (Previously Presented) A method as in claim I, wherein B is phenyl or pyridinyl 
substituted by -Y-Ar and optionally substituted by 
"halogen ,up to per-halosubstitution, 
-C1-C4 alkyl 

-up to per-halosubstituted CrC4 alkyl, or 
- a combination thereof^ 
wherein Y and Ar are as defined in claim L 



52* (Previously Presented) A compound of one of the formulae 

a) 



t-Bu 




wherein is -O-CHs-phenyl, -NH"C(0)"0-t-butyl, -O-n-pentyl , -O-n-butyl , 
-C(0)-N(CH3)2 , -0-CH2CH(CH3)2 or ^O-n-propy I 

c) 
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wherein is -CHa-t-butyl; 
d) 

t-Bu 

O 




N '-^ NH-C-NH- 



CI CI 

>2 




wherein is -CH2CF3, -C2H4 -OH, -CH2-C3-HOC6H4), -CH2C(0)NHCH3, 
-CH2C(0)OC2Hs, -C2H4CN, or 



e) 



f) 



g) 




CI CI 



t-Bu 

9 o 




^ '" H il H 
N-C-N— /) C-0-C,H„ 

CH3 




t-Bu 




S' -I Q 




NH-C-NHh/ \—o—A \-~0CH(CH3)2 
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Br 



N 



O 



-NH-C-N 




^ // 




or 
h) 



N 

I 

O 



CH(CH3)2 



O 

. II 



W / 



CI CI 

and pharmaceutically acceptable salts thereof. 

53. (Withdrawn) A pharmaceutical composition comprising a compound according to 
claim 52 or a pharmaceutically acceptable salt thereof and a physiologically acceptable carrier. 

54. (Previously Presented) A method according to claim 1 , wherein is hydrogen. 

55. (Previously Presented) A method according to claim 1, wherein is selected from 
the group consisting of halogen, Cs-Cio cycloalkyl, Cj.Cb heteroary!, Q-h aryl, C7-24 alkaryl, up 
to per-halosubstituted CrCio alkyl, up to per-halosubstituted C3-Cio cycloalky!, up to per- 
halosubstituted C|„Ci3 heteroaryi^ up to per-halosubstituted Cg-H aryl, and up to per- 
halosubstituted C7-24 alkaryL 



56, (Withdrawn) A method according to claim 42, wherein R^ is hydrogen. 
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57* (Previously presented ) A method according to claim 42, wherein is selected 
from the group consisting of halogen, Q-Cio cycloalkyl, Cj.Cn heteroaryl, Ce-\4 aryl, C7-24 
alkaryl, up to per-halosubstituted Ci-Cio alkyl, up to per-halosubstituted C3-C10 cycloalkyi, up to 
per-halosubstituted Ci_Ci3 heteroaryl, up to per-halosubstituted Q-u aryU and up to per- 
halosubstituted C7-24 alkaryL 

58. (New) A method for the treatment of rheumatoid arthritis comprising administering to a 
patient in need thereof a pharmaceutically effective amount of a compound of formula 




H H 
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